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Examples of the hydroxy Ci to C 5 alkyl group 
include hydroxymethyl , hydroxy ethyl, hydroxy n-propyl, 
hydroxy isopropyl, hydroxy n-butyl, hydroxy n-pentyl and 
like straight-chain or branched hydroxyalkyl groups. 

Examples of the C 2 to C 5 alkenyl group include 
vinyl, isopropenyl, allyl, 2-butenyl, 3-butenyl, 1- 
methylallyl, 2-pentenyl, 3-pentenyl and like straight-chain 
or branched alkenyl groups. 

Examples of the sugar residue include those of 
pentose, hexose and like monosaccharides and their 
derivatives (e.g., deoxysugar, amino sugar, uronic acid, 
sugar alcohol, etc.); disaccharides ; and trisaccharides and 
the like. In the present specification, "sugar residue'' is 
a group whose hydrogen atom of the hydroxyl group bonded to 
the glycoside carbon atom at the reducing terminal of the 
sugar is removed. 

Examples of the pentose include D-arabinose, L- 
arabinose, D-xylose, L-xylose, D-ribose, D-ribulose and the 
like . 

Examples of the hexose include D-galactose, L- 
galactose, D-glucose, D-fructose, D-mannose, D-talose, L- 
sorbose, D-tagatose and the like. 

Examples of the deoxysugar include the deoxysugar 
of the above-mentioned monosaccharides; and D-2-deoxyribose, 
L-rhamnose, L-fucose and the like. 
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Examples of the amino sugar include the amino 
sugar of the above-mentioned monosaccharides; and N- 
acetylglucosamine, N-acetylgalactosamine, N-acetylneuramic 
acid and the like. 

Examples of the uronic acid include glucuronic 
acid, mannuronic acid, galacturonic acid, iduronic acid and 
the like. 

Examples of the sugar alcohol include D-glucitol, 
D-mannitol, ribitol, galactitol and the like. 

Examples of the disaccharide include the 
disaccharides obtained by suitably combining the above- 
mentioned monosaccharides, such as sucrose, lactose, 
trehalose, maltose, cellobiose, xylobiose, melibiose, 
rutinose, vicianose, trehalosamine, chondrosine and the 
like . 

Examples of the trisaccharides include the 
trisaccharides obtained by suitably combining the above- 
mentioned monosaccharides, such as raffinose, maltotriose, 
cellotriose, manninotriose and the like. 

In formula (1), n and m are each an integer from 
0 to 5 and may be the same or different. Further, n A' s 
and m B's may be the same or different. 

The composition of the invention may contain a 
dimer, a trimer or like multimers, preferably dimer, trimer 
or tetramer of the compounds represented by formula (1) . 
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Examples of a dimer include oc-vinif erin; the dimer of 
resveratrol) ; examples of a trimer include e-vinif erin; the 
trimer of resveratrol); examples of a tetramer include 
hopeaphenol; the tetramer of resveratrol) and the like. 

5 

Shown below are the groups of preferable 
compounds among the compounds represented by formula (1) 
and their multimers. 

(I) The compound in which both n and m are 0 [i.e., 
10 stilbene] - 

(II) The stilbene-type compounds in which n and m are the 
same or different and each is an integer from 0 to 5, and n 
A' s and m B' s are all hydroxyl groups (however, n and m are 
not 0 simultaneously.) 

15 Specific examples include 4 , 4 ' -stilbenediol, 3,5- 

stilbenediol, resveratrol [i.e., 3, 5, 4 ' -stilbenetriol] and 
the like. 

(III) The stilbene-type compounds in which n and m are the 
same or different and each is an integer from 0 to 5, and 

20 one of n A' s and m B' s is a sugar residue (however, n and m 
are not 0 simultaneously.) 

Specific examples include rhaponticin (i.e., 4'- 
methoxy-3, 3' , 5-stilbenetriol-3-glucoside) , polydatin (i.e., 
pice id or 3,5,4' -stilbenetriol-5-glucoside) , 3, 4' , 5- 

2 5 stilbenetriol-4 ' -glucoside, 2,3,5,4' -stilbenetetraol-2- 
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same or different and each is an integer from 0 to 5, and 
at least one of the n A' s and the m B' s is an alkoxy group 
(however, n and m are not 0 simultaneously. ) 

Specific examples include 4-methoxystilbene, 
5 2, 5' -dimethoxy-4, 4' -stilbenediol and the like. 

(VIII) The stilbene-type compound in which the n A 7 s and 
the m B's are all -OR 1 (however, n and m are not 0 
simultaneously. ) . 

(IX) The dimers or trimers of the above compounds (I) to 
10 (VIII) . 

Specific examples include a-viniferin which is 
the dimer of resveratrol. 

Among the above groups of the compounds, the 
stilbene-type compounds (II), (III) and (IV) are 

15 preferable. More preferable are the stilbene-type 

compounds in which has substituents at positions 3, 5 and 
4', the substituents being the same or different and each 
being a hydroxyl group, -OCOR 2 or a sugar residue, 
particularly preferable are resveratrol and polydatin. 

20 Further, preferable multimers are s-viniferin and a- 
vinif erin . 

When the composition of the invention is a food 
composition, the stilbene-type compound is preferably a 
compound represented by formula (VIII) . 



25. 
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The stilbene-type compound of the present 
invention can be synthesized in a conventional manner, for 
example, by Wittig reaction of a corresponding phosphonium 
salt with a corresponding aldehyde (cf . E. Reimann 
5 "Tetrahedron Letters" 47, 4051 (1970)). 

The stilbene-type compounds of the present 
invention can be also prepared by drying, extracting or 
purifying plants containing the above compound, or by 
processing these plants by other methods. In the present 

10 invention, the resulting dried products, extracts and the 
like can be used as the compounds represented by formula 
(1) or their multimers. These dried products, extracts and 
the like used in the present invention are referred to as 
those "derived from plants". 

15 For example, useful are plants which contain 

stilbene-type compounds of the invention in an amount of 
about 0.0001% by weight or higher when dried. Examples of 
such plants include the plants of the Polygonaceae family, 
the plants of the Vitaceae family, white . hellebore 

20 ( Veratrum alburn ^ f mulberry, peanut and the like. 

In the present invention, the useful plants of 
the Polygonaceae family are not particularly limited 
insofar as they contain the stilbene-type compound of the 
invention, Chinese indigo plant ( Polygonum tinctorinm ) , 

25 snakeweed (Polygonum bistorts , buckwheat ( Fagopyrum 
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4. The composition according to claim 1, wherein the 
disease accompanied by a decrease in bone weight is any of 
climacteric diseases and post-climacteric diseases. 

5. The composition according to claim 1, wherein the 
disease accompanied by a decrease in bone weight is 
osteoporosis. 

6. The composition according to claim 1, wherein the 
disease accompanied by a decrease in bone weight is 
diseases accompanied by resorption of alveolar bone. 

7. The composition according to claim 6 which is an oral 
composition . 

8. The composition according to claim 1, wherein the 
compound represented by formula (1) and its multimers are 
derived from one or more members selected from the group 
consisting of plants of the Polygonaceae family, plants of 
the Vitaceae family, white hellebore ( Ve rat rum album ) , 
mulberry and peanut. 

9. The composition according to claim 1, wherein the 
compound represented by formula (1) has substituents at at 
least positions 3, 5 and 4', the substituents being the 
same or different and any of a hydroxyl group, a sugar 
residue and -OCOR 2 [r 2 is as defined in the above.]. 

10. The composition according to claim 1 which further 
contains one or more members selected from the group 
consisting of vitamin C, vitamin D, vitamin K, related 
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compounds thereof, calcium and magnesium. 

11. A method for preventing or treating diseases 
accompanied by a decrease in bone weight by taking or 
administrating an effective amount of at least one member 
selected from the compound represented by formula (1) and 
its multimers. 

12. A preventive or therapeutic composition for 
hypertension and diseases resulting from hypertension, the 
composition containing, as an active component, at least 
one member selected from the compound represented by 
formula (1) 




[wherein A and B are the same or different, and each 
represents a halogen atom, an amino group, an amidino group, 
an anilinoamide group, a mercapto group, a sulfonic acid 
group, a phosphate group, a carboxy group, a hydroxy C ± to 
C 5 alkyl group, a sugar residue, -OR 1 (R 1 represents a 
hydrogen atom, a C x to C 5 alkyl group, a hydroxy C ± to C 5 
alkyl group or C 2 to C 5 alkenyl group.) or -OCOR 2 (r2 
represents a Cx to C 5 alkyl group, a hydroxy C x to C 5 alkyl 
group, a C 2 to C 5 alkenyl group.). 

n and m are the same or different and each is an integer 
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from 0 to 5. There are n A' s and m B' s each of which may 
be the same or different.] and its multimers. 
13. The composition according to claim 12 which is a 
pharmaceutical composition . 
5 14. The composition according to claim 12 which is a food 
composition . 

15. The composition according to claim 12, wherein the 
hypertension and diseases resulting from hypertension are 
climacteric and post-climacteric diseases. 
10 16. The composition according to claim 12, wherein the 
hypertension and diseases resulting from hypertension is 
any of hypertension, arteriosclerosis, ischemic heart 
disease and cerebral apoplexy. 

17. The composition according to claim 12, wherein the 
15 compound represented by formula (1) and its multimers are 
derived from one or more plants selected from the group 
consisting of the plants of the Polygonaceae family, plants 
of the Vitaceae family, white hellebore ( Veratrum album ) , 
mulberry and peanut. 
20 18. The composition according to claim 12, wherein the 

compound represented by formula (1) has substituents at at 
least positions 3, 5 and 4', the substituents being the 
same or different and any of a hydroxyl group, a sugar 
residue and -OCOR 2 [r 2 is as defined in the above.]. 
25 19. A method for preventing or treating hypertension and 
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Appendix A: AMENDMENT UNDER PCT ARTICLE 34 

The applicant amended description and claims under PCT 
Article 34 on December 21, 2000. Attached hereto is an English 
text, which is translation of the specification and claims 
amended under PCT Article 34. 

A) As to amendment of description, page 8 originally filed were 
amended by substitution. The substituted Japanese 
description corresponds to page 14, line 24 to page 16, line 
14 of the English text. 

* On page 16, line 1 of the English text, the terms "dimer" 
are amended to read the terms "trimer" . 

• On page 16, lines 2 and 3 of the English text, the terms 
"trimer" are amended to read the terms "dimer". 

B) As to amendment of description, page 10 originally filed were 
amended by substitution. The substituted Japanese 
description corresponds to page 18, line 2 to page 19, line 
22 of the English text. 

•On page 18, line 12 of the English text, the term "dimer" 
is amended to read "trimer". 

C) As to amendment of claims, claim 1 6 is amended by substitution 
of originally filed page 27. Other claims are not amended. 
The substituted Japanese description corresponds to page 48, 
line 18 to page 50, line .1.9 of the English text. 

Please note that the applicant wishes to make an amendment 
as per the enclosed PCT Article 34 amendment. Thus, please take 
necessary procedure under your practice. 
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VERIFICATION OF A TRANSLATION 



I, the below named translator, hereby declare that: 
My name and post office address are as stated below: 

That I am knowledgeable in the English language and in the language in which the below 
identified international application was filed, and that I believe the English translation 
of the international application No. PCT/JP00/00454 is a true and complete 

translation of the above identified international application as filed. 

I hereby declare that all statements made herein of my own knowledge are true and 
that all statements made on information and belief are believed to be true; and further 
that these statements were made with the knowledge that willful false statements and the 
like so made are punishable by fine or imprisonment, or both, under Section 1001 of Title 
18 of the United States Code and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 

Date 

June 29, 2001 



Full name of the translator Yumi HIRANO 



Signature of the translator 




Post Office Address Kitahama TNK Building 7-1, Dosho-machi 

1-chome, Chuo-ku, Osaka-shi, Osaka 541-0045, 



Japan 
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15 — JR^ (1) \Z&^X. ntmii 0^^>5©it^W TfcSfc: 

( a -Viniferin ; 1/7. ^ b P — ;l/(Resveratrol)tf>H»#0 ; tTtt, 6 - M 

20 i'J> ( £ -Viniferin ; 1/7. ^ h P— ;HResveratrol)£>— ; ES»#<h V 

Tte, ^^ai/— (Hopeaphenol ; 1/7.^^ h O— ;i/(Resveratrol)0)EM#:) 

urn-, -Htt^t: (i) x'^n^it^m^zf^fD^mi^cD^-v. ^bwb-s- 

25 «$JS$£^"o 

(I) n^^m^JdOTftSfl:^ [SP^> 7.^1^ > (Stilbene) ] „ 

(II) nfect^m^|Wl-*fettM^oT0~5(0^TS.D, n<HOARtfm{@(E> 

) 
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1 o 

Mf^il/Td 4-* h^5>X^;P^>(4-methoxystilbene), ^'-v 7 ^ h + ->-4,4'- 
X5 1 ;U^>> ? ^"— ;K2,5 , -dimethoxy-4,4'-stilbenediol)7ii:^#l'f £>*15. 
5 (VIII) nflOAR^mflOB^T-OR 'TftSXf M>*ft^* 

(DQ ±SB(i)~(vni)co^'&^cO— S^X^IHS^ 

io ±8EUfc<fb£-&SM& (n), (ni)Rt^(iv)(D7,5 : -;i/^>^b-&^^$fSL<. 
nne>Jc^*ns'fb'&'»©*"C'b, teste, 5{£Rtf4' (fc#, 
tz-D T*mM. - o c o r 2 3=fctettS£fc«fc^T«si3 nx^3;wi^>;£<b 

^(vni)T^$ nste-g-WJf? * u v\, 

20 oT^-JSKTSCl^T^S (E. Reimann "Tetrahedron Letters" 47, 4051(1970)#JR0 . 

mmu e (Dmrnz-rz z. t \z & o t*# & £ £ t# . iz.& w-c e 

ft<gK ttffi^^^-^ (1) ^^n^^X^O^ifti ttffl V^Tfe 
25 fe^iil^. 

oia»%^±^wrs * o tmm*m ^z>z. t.&-c%. z.<d&o tmm t ttn 
p^mmm. -jvvmmm* /vr^rv7. 
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□ *'>C,-C 5 7JWH, 8f3£S> — OR 1 (RHi, *mm^ C^CsTJl 
3r)im. t Kn + yC 1 ~C 5 7J^SSfe«C 2 ~C 5 7>i^- ) 
Xtt-OCOR 2 (R 2 te, C^CsT;^;^ hHo+yC 1 ~C 5 7MM, 

15 n^cfctfmW:* IW| — jrcWoT, 0 ~ 5 ©gf&Sr^cU n<Btf>A£m<@<DB 

20 14. a^m^^am^-e^^w^i 2 tcia*©m*3t*. 

1 5. ffijfiLEE!E*«bt^JlllJBEfcjgHTS30eS*^ H¥8B73rMM^&»©g5JlrC 
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(54)Title: DRUGS, FOODS AND ORAL COMPOSITIONS CONTAINING STILBENE-TYPE COMPOUNDS 
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(57) Abstract L , 

Compositions for preventive or therapeutic use containing as the active ingredient at least one member selected from compounds 
represented by formula (1) and polymers thereof which are useful in preventing or treating diseases in association with osteopenia, 
hypertension or diseases caused by high blood pressure: wherein A and B are the same or different and each represents halogeno, amino, 
amidino, anilinoamido, mercapto, sufonate, phosphate, carboxy, hydroxy^ alky I), a sugar residue, -OR (wherein R represents hydrogen 
C, 5 alkyl, hydroxy(C M alkyl) or C 2 . 5 alkenyl) or -OCOR 2 (wherein R 2 represents C,. 5 alkyl, hydroxy(C,. s alkyl) or C 2 . 5 alkenyl); and n and 
m are the same or different and each represents an integer of 0 to 5, provided that nA's and mB's may be either the same or different. 
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ASLtKB«[Hj— ^Tc\tmU-DX, ADy>Hf, 7$;s, t=>>v^ 
n^C^-C^Wl^ ^BS, -OR 1 (RHi, tK*K^ C^C 5 7)V 

c 2 ~c 5 T;Hr-;i^£^-f 0 ) &7j£t. 

n*3«ktfcnfck ^—£fc«gftoT, 0-5©SE»S^U nflOAimfiOB 



ae 7 7 7M&mmn 

AG 7>f^^T'^-y-y 

AL 7Vt"<— T 

AM 7J^^=-7 

AT * MJ7 

AU * h7!J7 

AZ 7*tf^A-fyt> 

B A r • ^/l^ i =r f -f 

B B /</l"< K^. 

BE ^/Usp— 

b f rf^-f- «7 7 V 
B G y r 

B J -<^-v 

BR y ^ sjV 

BY ^-^yl — -> 

C A #^-y 

CF H77y^j 

CG ^^n"— 

CH X 

CI =3 — h S?Jt?T— /U 

CM # /I — > 

CN ^® 

CR =>^^ • y * 

CU ^< 

CY 

CZ fx7= 

D e K>r y 

DK t^v-^ 



DM Ki-* 

DZ 7^xy7 
EE h=T 
ES 

FI ^ >v> K 

FR 77^ 
G A 
GB 

GD ^l/t^ 

GE ^/Uv?T 
GH 

gm ^vtrr 
gn r 

gr =^y>^ 
gw r • tru-:*- 
hr 

hu ^>#y- 

ID -OK*->7 

I E T-f K 

I L ^^7x;U 

IN -OK 

I S T-T K 

it ^^yr 

J P 

KE >T-7 

KG =*r/U^**>< 

k p %m£ 

KR 



K2 13^-7*5^ 

LC ir>-h/i^>T 

li ytf>-/a^>r^ 

lk x y . 

l r y-cyr 
ls h 

LT y h7^7 

LU /l^ir^^/U^ 

LV 7h!7^7 

MA ^- ci > =i 

MC *^=i 

MD ^e/UKar 

MG -?#1i^-fttv 

MK K — TIB^x— ^* : 7*7'47 

ML -v y 

MN -^>-rOU 

mr ^e— y ^ =.r 

MW V7T>^ 

MX .?< *rv-=» 

mz ^e-tK^tr— ^ 

NE ^•->'m— /U 
NL 

NO /-;K)x- 

N Z ri a- - fj — ^ > K 

PL jK-^VK 

P T Jtf/t- h Ifju 

RO ;i — — T 
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SD 

SE ^.^ni— r> 

SG >-^##— /u 

S I ^□'Tj^7 
SK 

S L v'zt^ * U-^*^ 

SN -tr*#A- 

SZ ^C7v?7>-K 

TD K 

TG h — 

TJ 9 s S**9is 

TM 

TR hA*=i 

TT h V K • h'<=f 

TZ ^yf^7 

UA 

UG 7^ 

US *s 

UZ ^X^<^^^v 

vn y^y-ti* 

YU ^— ^ -TV 7 

za i£7"7 y #&*flg 
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^Lvxnmmm^m^m^±\B\^>z\t\zw^^Mm<Disrf m^t. #;u-> 

ttfe t UTtt, (1)* JU->^ A/ V ^ >">A (Dffifta ; (2)# ;U-> h — ; (3) 

mmmmoum m\zmm^nm) ;(4)fittik^s>D®g4 (ttiiit 
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5 &<Dmf&*m$znT&?). ^<<Dmmm^nxi^o fWtefeotbm & 

!R^(DSV^^^;i/mW^C7)ffi^-ti-(C*0gLfctI^ (#Hf|Bg62-501843^ # 
^6-500552"^) , S^^^^KJR^^^^-a-S^t^^^^S^fffl-rSlFt 
^BlLfctSlH (#l«6-40922-5§\ it#^¥6-70726"^) , #ttJ5^fla©«fg£fa±;3c 
1±£#lfffc*BgLfciifi (#4^7-76235^ #B§¥2-3Q3457^) frif/^frf^tl 

10 

i*t^m&-5-z.z>rcn-cte<. m^^^>< ^mmmmu^. ±&<Dmmtm\z 
kirk:** lt, $ zu&^ffifo&wz&m-hm&nT^&o 

20 — ^ ^Et^cDii^H^^^^^, <Cri&£«» !SiJiiUB0gJiltffi«> 
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tlfc (Biochemical and Biophysical Research Communications, Vol. 253, No.3, pa 
ges 859 - 863, December 30, 1998) <> 

b^b&ft^ ilCDfg'g-te. m^fl-^M^fflV^cin vitro<Z)^T&-?T> V 

SI¥l^©f lI«M ; >^#^Mi:tx!iT*l. ^ IE Kite, SSifoffi^fecfc 
20 VVt£Z\z&<^^n&7.^)V^>mt-&tyi&* "5 Rtf 

£t\ (1) 
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Bm 




d+^c^CsT;^;^ fta& -or 1 (r 1 ^ **jsh% c,~c,7;p 

5 k H □ + y C : - C 5 7J^j«^fciiC 2 ^ c 5 7;^zj«^t 0 ) 

Xte-OCOR 2 (R 2 te, C^CsJ^M, tHD^yC^C 5 7Mm 
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sic, #589irau ±13-^ (i) -cm^n^t^mms^^mm^m^n 
^(-, *^bj^ — jks; (i) 



□+yC ~C 5 7JWH, -OR 1 ( R 1 teu 7K^^> C.-CsT^ 

t F n+y C r C 5 7j^JH^fcttC 2 ~ C 5 7^-JH^^t. ) 

c 2 ~c 5 T;i/^— ;i/X£^"3~e ) 

15 n^cktfmfci, ^-Sfc^feoT, 0~5 U nfScDAimiElCDB 

25 #S893tt, — JK^; (1) Tt^ns^R^C^ift^. 



Bm 




(1) 
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*mmz. (i) ti$n§^irw, ^<t*>3&, 5^*5j; 

— assc (i) -c^n^>it^mms/y.\^(D^mw <^mm\z^x\±z\n^ 
#s»<M4> m%.& wffimm j pmmn<£>i&w.cD^ffi$i 

20 ^ c i ) zta&mfc sitfns'M < £ 1> i 

x^&mmizhmmrzzttfTgz. $£ oT , M^T$ti.^tt 
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AD^*>SfiUTIt 7 7iH^ i&PftJIH^ lUUgm 3^$I^i:^ 

□ n-y^US, sec tert - n-^>3\H/ 

k Kn4 1 >'C 1 ~C 5 XJI/*;i'X<tLT«. t H p3t~>;*3MUS, tHn+yl 

d-7;i^ i — d-x'W-t^ d-^p-x, l-v;u#— X, D-^#l — 7,tzE 
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^n^tim m%.\*. *f)Vi?u>m, T>^u>m, n^wuym. -y 

5 Xn >&ft £#Wf £ n« . 

MT;i/3-;i/chLT^ D-^;i/->h-;k d-t>-i — ;k utf l — ;k 

io S/ntf^-x, ^'Jh't-x, ;i/5V-x, tfv-r/— x, huv\ni}-$x n> 

T)lbhV^—X, -feDHJ^-X, 7>-yhijt-x 
15 — ISiS (1) Ki^vr, nimlt 0#>S 5 ©fiffe*^^ #^(^— Tt>£& 

( a -Viniferin ; 1/X ^ ^ h D — ;i/(Resveratrol)CD— ; Eff £ ^TH £ - bf 
20 -7x'J > ( £ -Viniferin ; 1/X^ h P— ^(Resveratrol)©HMO ; mMfet V 
M7i7-JV (Hopeaphenol ; I/^^7 h n— ;i^(Resveratrol)CDE3il#0 & 

25 ^/P^ttkTo 

(I) n*3«ttXm^lz:0"rfeSYb^ [1P13. X^;i^s> (Stilbene) ] . 

(II) n&&Ztm&m—&M*mt£^T0^5<Dm&V&r) > nffiCDARtfmfl® 

) 



WO 00/44370 



9 



PCT/JP00/00454 



^Wll^UTte:, 4,4'-X^;U^>> ? ^-— )l (4,4'-stilbenediol)> 3^-?\^-)V^>is^r 
— ;K3,5-stilbenediol)> h O — ;i/(Resveratrol)[gP^ 3,5,4'- X^JV^O b U 3" 

— ;K3,5,4'-stiibenetriol)] Vf 8> tl £ . 

(HI) n&^^m^lW]— ^fctti^o T 0 ~ 5 ©ItT^ <5 . nficDAjS^mfS© 
5 B ©l^f tl^ 1 ^^«iST^§X?;K>^{^^ CfciEU n££tfmte|W|Rt 
KOTtefc:^. ) 

7 # >3 1 is >(Rhaponticin)[in^ , 4*-methoxy-3,3',5-stilbenetriol-3-gluc 
oside] , -fiVy^^O (Polydatin) [EP^, A°-f is— F (Piceid) XteW-TWI' 
^> h U ^—)v-5-tf)Vn is H (3,5,4'-stilbenetriol-5-glucoside)]> 3,4 , ^f;K> h 
ij^-— ;i/_4>.^;i,D>'F (3,4',5-stilbenetriol-4'-glucoside) , 2,3,5,4'- T^I/'Ot' h 7 
3f — ;i/-2-^;i/n ^ H (2,3,5,4'-stilbenetetraol-2-glucoside) &£#^f ^tl'So 

(IV) n*3<fc£fcnj&*l^— £fcteS&oT0~5©g^&0. nfflCDA&^mlH© 

fcU n<hm<Z>fa«3£U:T«&5. ) 

;w^> h u ;i/-4'-^;un f\ yA4'-xw>r h ;w-2-^;U3 

(V) n43«fctfm#l^— ^fcf»oT 1 ~5-r&D, nfiOAStfmflOBC'l' 

Ift^tLm (Stilbamidine) [BP^ 4,4'-y75yyX^ 

/<> (4,4'-diamidinostilbene) ] , 4,4'-y75;X5 1 JK> (4,4'-diaminostilbene) , 
4,4'-X^-;^>> ? ^-— ;U (4,4'-stilbenediol) ft 5. 

(VI) n*5«fc^m>5^— SfdiS^oT0~5©iM0> nfflOA&^mffii© 

m#^JiL-Ttt, 4,4'- f/T^ /-2-,2 , -7s^;U^>^7;;i/*>^ (^'-diamino-^'-s 
tilbenedisulfonic acid) , 2-^;U/^^5>-3,4'-X^;U^>> J ^— ;U (2-carboxy-3,4'-stilb 
enediol) fc£7^tfbft<5o 

(VII) n^ock^m^— *fclia&oT0-5tifcr), nffl©A;fttfcnffi©B©*t> 
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1 0 

Ift^ilTIl 4-* h^i>X^;l/^>(4-methoxystilbene)> 2£'-i?X h 4-^-4,4'- 
7> 3^1^ >S^— ^(^'-dimethoxy-^'-stilbenediol)^ £/^tf £ n<5<, 
5 (Vm) ni©AR^miSI©B^T-OR ^fc^^W^jfrffc;^ (fcfcU 

(ix) ±m(i)^(vm)(Dit^(D~mi^xu^mi^ 

So 

io ^tBL/t^^^^^fe, (n), {T^mS{iw)(D^)v^>mt^i)m±v< , 
U ~o ttKBSS, - o c o R 2 sfe te*t?«f c «fc o Tfi^ $ nx i > s x >^t: 

20 oT^t^C^^tf?) (E. Reimann "Tetrahedron Letters" 47, 4051(1970)#$D „ 

S&K «ffifcf&££-AS5£ (1) T^^tl^^^X^CD^S^^bTffiUTfe 
25 &££^-5„ 

p^mmm* 7~wmm<&. n^o-^vv. M^twf^ns. 
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-TSfeOT^ntiiRFt'lSSSnSfcOTttfeV^, (Polygonum tinrtorium ) , 

-f^^ 1 / h^-/^" (Polygonum bistorta ) , VA (Fagopyrum esculentum) , ^'f^ 
^7 (Rheum spp .) , F#^5. (Polygonum multiflorum) , -f ^ K U (PolygQIlU 

m cuspidatum ) fr^^tf £>n«>. UnSO+Tfc, ftlZ?'^ *V (Rhe.nm spp.) , 
5 IV^H^7^^ ( Polygonum multiflorum ) , -f ^ F U (Polygonum cuspidatum) ff, 
;*5Sn^>^b^&£ #K^WT£ fcftffi:lA>. &\Z* yfrFpy* ( Polveonu 
m multiflorum ) cfccfctPf^KU (Polygonum cuspidatum) X^WO^fra^ 

*^(;i^btl§7*H^i#l (Vitaceae) ©S^, ^mm<D7,^)l^>m 

7'Fvmmw<Dttmwtsi&mhi'Tte. ^x^^xmcvms spP .) a^tf^ns. 

vinifra v :Kn n pS© IiXtV X (YJahrusca) - lfX^^rX *'J7 

*;^7i ( V.California ) Kft^SttS 1 5 AS, «^ n.*^^>@CD tfX^-r 
7. AV-t-tl (V.Munsoniana ) iZtfMZtl* 2 7i?7tiM<mZZ.7 L 4 
X T^zlI^>->XS ( V.Amurensis ) tlZ> 3 B#TlM5£'£Zlfc&M 

3,ffl3L£i!&£l'f*>tl2>o Z.tlZCDtJifr'V'b* tiX-r-^X h'Z7x7 ffi(V.vinifra), 
k'Xr^T, (V.lahrusca ) &&ZfiBttM5&2nfr&fflWff& l^. 

t'Xf^X k*-^a:^S(V.vinifra)i:UT^ -f — 1"> (Airen) , 

(Aligote) , U— M>if (Riesling) , V— »7V =7 > (Sauvign 

on blanc) , hUytfJ-y (Trebbiano) . >"W1/F^ (Chardonnay) . yat> 
(Chenin blanc) x -fe^3> (Semillon) , ^aX^J (Muscat) , A^M^V 
— tiz:^"> (Cabernet Sauvignon) » 7J U ~ i7 > (Carignan) > "tJ~> V — (Cinsaut) > 
^f)l±yiy=2.yU—)V (Grenache Noir) , *)VU (Merlot) , ~?5?U (Mataro) > 
kV7 7-Jl/ (Pinot Noir) > U" >> ? 3 #x.— if (Sangiovese) , 5/^— (Syrah) , 
Sfpl'f (Gamay) . (Grenache) , ^v\f.3r—U (Nebbiolo) , 

^--Ua (Tempranillo) , YVDVVh^^^fr (Gewurtrarniner) . 
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;i/hl/— ^ (Zweigltrebe) , (Muller-Thurgau) , ^PD— (G 

rolleau) , tl^)V*7 7> (Cabernet Franc) , y^^Jl H (Petit Verdot) 

EXtVX ^yjlXftm (V.labrusca) b. bT(l y>7 7>T^ (Zinfandel) 

dft£©*Tfc, mz^X^^X tr-^x7a(V.vinifia)CD^^;^V-tf-^- 
> (Cabernet Sauvignon) , ;frU— ^> (Carignan) , ^JlU (Merlot) > fcV/«7 
10 —)l (Pinot Noir) , 3 — if (Sangiovese) > (Syrah) , #*-f 

(Gamay) , ^W"7ya (Grenache) , T>-yt't-D (Nebbiolo) ; fciX^X 
* 9 (V.labrusca) ; 7X^7 h^'J-A, ^77^>f- ^ 

AW^r-f V> (Veratrum album) dU*4) ^ffl^^teu ^fflT^gP^ift 
20 #$F£L(,> 0 

*^Wt3fflWe,nS^E^ (T^epiiminn^p Archie') fik ^->^->T^^>tf 

25 m%, mm$ti&, m^mz^tzK), i»*i*&oL& s b<z>£\ — ^ (d ^ 

fetd«k0fT-5Clt*«T^S e ^©i^^iiLTH 0»J*.fc& #PPS61-171427 
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^T^^fe<^TfeS^ 0.0001~5MI%. $ b^0.001~lfi*%, 4#t:i0.005~lfi 

^^AchtT. ?LBI*;U^^A, ^x>Bfe*;i/->^A, >f)V=i>W&i)Vi'V 
AUEommtDVly^ A ; E*$tfj;i/>"^A. U >m.ti)V : sVhfcE<Dim&i)Vi/V 
15 Afc^fc^EfflJ^^fc^rS 31 £**Tf?S. 

20 100~1000mg<i:&5«k "5 b < , IL £ te400-~600mg £: £ <fc ^ fcft&W* 

25 iT^y^Atb T^tt S £ E #T€r § o 

V^^A£ffl^3<W£?£L<. fUT^^-V^A, ^;i/n>^V^i/^A, 
+J->3\ H OT-f hi£S^t*^e^bn^^^->^A^fflV^<D^J:t9$f^b 
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S^jff * L < , 250~500mg <£ ft S J; 5 &*J&* «fc D $? * V tr >. 
/T^y^=l/2~2/l«l< 1 l/l-2/l*t«kt)»SL^. 

tl-5o 

15 £&££5&M7Wi;L<, 500~l000mg£&£ J: JLK 
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Claims 1-5 concern a very wide variety of compounds. A support basis as defined in 
PCT Article 6 and/or a description as defined in PCT Article 5 can however be found 
for only a very limited number of the claimed compounds. In the present case, the 
claims are so lacking in support basis and the description of the invention so limited 
that it is impossible to carry out any significant search concerning the whole claimed 
spectrum. Consequently, the search was limited to the parts of the claims for which a 
support basis and a description are provided, that is those claims which concern 
compounds specifically mentioned in the application and in Claims 2-4. 
Moreover, since the treatment of pathologies "caused by exposure to arylhydrocarbon 
ligands" does not constitute a clear definition of a disease, the search was exclusively 
based on the general concept of the invention as well as on the diseases mentioned in 
Claims 11 to 18. 

Claims in respect of which the search was incomplete: 1-20. 

The applicant's attention is drawn to the fact that claims or parts of claims concerning 
inventions in respect of which no search report has been established need not be the 
subject of international preliminary examination (PCT Rule 66.1(e)). The applicant is 
warned that the guideline normally adopted by the EPO acting in its capacity as 
International Examination Authority is not to proceed with a preliminary examination 
of a subject matter if no search has been carried out thereon. This position will remain 
unchanged, notwithstanding that the claims have been modified or not, either after 
receiving the search report, or during any procedure under Chapter II. 
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Cadre I Observations - lorsqu'ii a et * stime qu certaines revendicatlons ne pouvaient pas faire Tobjet d'un recherch » 
(suite du point 1 d la premiere feuille) 



Conformernent a (article 1 7.2)a), certaines revendications n'ont pas fait I'objet d' une recherche pour les motifs suivants: 

1 . | j Les revendications n M 

se rapportent a un oojet a regard duquef ('administration n'est pas tenue de proceder a la recherche, a savoir: 



2. | X | Les revendications n°* — 

se rapportent a des parties de ta demands intemationale qui ne remplissent pas suffisamment les conditions prescrites pour 
qu'une recherche significative puisse etre effectuee. en particuiier: 

Voir feuille supplemental re SUITE DES RENSEIGNEMENTS PCT/ISA/210 



Les revendications n 03 

sont des revendications dependantes et ne sont pas redigees conformernent aux dispositions de la deuxieme et de ta 
trots ie me phrases de la regie 6.4.a). 



Cadre II Observations - lorsqu'il y a absence d'unite de I'invention (suite du point 2 de la premiere feuille) 



L'adrmnistration chargee de la recherche Internationale a trouve plusieurs inventions dans la demande Internationale, a savoir. 



1 . | j Comme toutes les taxes additionneiles ont ete payees dans les delais par le deposant. Ie present rapport de recherche 
1 intemationale pone sur toutes les revendications pouvant faire Tobjetd'une recherche. 

2. ! ■ Comme routes les recnerches ponant sur les revendications aui s'y pretaient ont pu etre erfectuees sans effon parncuiier 

justifiani une taxe additionneile. ['administration n a soilicite le paiement d'aucune taxe de cette nature. 



3. | i Comme une partie seulement des taxes additionneiles demandees a ete payee dans les delais par le deposant. le present 

' ' rapport de recherche international ne porte que sur les revendications pour lesquelles les taxes ont ete payees, a savoir 

les revendications n 05 



4. Aucune taxe additionneile demandee n'a ete payee dans les delais par le deposant. En conseouence. le present rapport 

' ' de rechercne intemationale ne pone que sur i'invention menoonnee en premier lieu dans les revendications: elle est 

couverte par les revendications n 05 



Remarque quant a la reserve | | Les taxes additionneiles etaient accompagnees d'une reserve de la part du deposan t, 

| | Le paiement des taxes additionneiles n'etait assort* d'aucune reserve. 
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Demand e Internationale No. PCT/FR 99 ;01063 



SUITE DES RENSEIGNEMENTS INDIQUES SUR PCT/ISA/ £10 



Suite du cadre 1.2 



Les revendlcations 1-5 presentes ont trait a une tres grande variete de 
composes. Un fondement au sens de L f Article 6 PCT et/ou un expose au sens 
de r Article 5 PCT ne peut cependant etre trouve que pour un nombre tres 
restreint de ces composes revendiques. Dans le cas present, les 
revendications manquent a un tel point de fondement et 1 'expose de 
•1 1 invention dans la description est si Umite q'une recherche 
significative couvrant tout le spectre revendique est impossible. Par 
consequent, la recherche a ete limitee aux parties des revendications qui 
presentent un fondement et un expose, c'est a dire les parties ayant 
trait aux composes specif iquement mentiones dans la demande et dans les 
revendications 2 a 4. 

De plus, le traitement d'affections "provoquees par I'exposition a des 
ligands arylhydrocarbures" n'etant pas une definition claire d'une 
maladie, la recherche a porte exclusivement sur I'idee generale de 
l'invention ainsi que sur les maladies mentionees dans les revendications 
11 a 18. 

Revendications ayant fait 1 'objet d'une recherche incomplete: 1-20 

L'attention du deposant est attiree sur le fait que les revendications, 
ou des parties de revendications, ayant trait aux inventions pour 
lesquelles aucun rapport de recherche n'a ete etabli ne peuvent faire 
obi igatoirement I'objet d'un rapport preliminaire d'examen (Regie 66.1(e) 
PCT). Le deposant est averti que la ligne de conduite adoptee par l'OEB 
agissant en qualite d* administration chargee de 1 'examen preliminaire 
international est, normal ement de ne pas proceder a un examen 
preliminaire sur un sujet n'ayant pas fait 1 'objet d'une recherche. Cette 
attitude restera inchangee, independamment du fait que les revendications 
aient ou n'aient pas ete modifiees, soit apres la reception du rapport de 
recherche, soit pendant une quelconque procedure sous le Chapitre II. 
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